Summary
There is some evidence consistently linking the occurrence of de novo obsessive-compulsive disorder (OCD) with clozapine. This skin-picking disorder is also known as impulsive-compulsive disorder-unspecified which with an increasing convergence with OCD has been placed in the current Diagnostic and statistical manual of mental disorders-fifth edition by American Psychiatric Association (DSM-5), in the category of the obsessive-compulsive and related disorders. To the best of our knowledge, there is no literature relating antipsychotics like clozapine with the occurrence of skin-picking behaviour. In this article, we present a case in whom skin-picking behaviour emerged during the upward dose titration of clozapine and was successfully treated with escitalopram.
InTroduCTIon
There is some evidence consistently linking the occurrence of de novo obsessive-compulsive disorder (OCD) with second-generation antipsychotics (SGAs). Among the SGAs particularly, clozapine is most often found to be associated with high prevalence rates of obsessive-compulsive (OC) symptoms (often up to 28.4%) and associated with higher doses, high plasma concentrations and the first 3-month period after the initiation. [1] [2] [3] Skin-picking disorder is also known as impulsive-compulsive disorder-unspecified in the previous editions of DSM. It is phenomenologically similar to the OCD spectrum of illnesses, hence it has been placed in the current DSM-5 in the new diagnostic category of OC and related disorders. Compulsive skin-picking behaviour is characterised by excessive scratching or picking of normal skin or skin with minor surface irregularities on motor impulses. 4 CaSe hISTory A 26-year-old man, diagnosed with mild intellectual developmental disorder (IQ=61) and treatment-resistant schizophrenia, was admitted for a trial of clozapine. He was started on clozapine from 25 mg and hiked up to 300 mg/day over a period of 2 months with partial response. Subsequently, the dose was increased to 350mg/day for 2 weeks followed by 400 mg/day to continue as the final target dose. Clozapine was prescribed as a nocturnal dose from the beginning (of the clozapine trial). From a dose of 350 mg/day onwards, the patient started developing an ulcer over the upper lip extending to his cheeks. Ward observation suggested the ulcer as a self-inflicted one. The patient reported that he used to have a repetitive urge to scratch the skin which could not be explained with psychopathologies such as psychotic experiences, OC symptoms or local dermatological causes. Furthermore, there was worsening in the severity of ulcer along with an escalation of the dose of clozapine (350 mg/day to 400 mg/day). Clozapine was continued despite worsening of the scratching behaviour because of the proportionate response in the psychotic symptoms on Positive and Negative Syndrome Scale (PANSS) scores. His PANSS total scores were as follows: at baseline=112, at 4 weeks=108, at 8 weeks=94, at 10 weeks=80, at 12 weeks=74. Finally, it was regarded as a clozapine-induced skin picking behaviour which did not have any further cognitive explanations like OCD or psychotic phenomenon. In view of the good response to clozapine, he was tried on escitalopram 10 mg/day rather than reducing the primary drug. Over a period of 2 weeks, there was a significant reduction in the skin-picking behaviour. In a later follow-up (ie, at the 8th month), he had stopped escitalopram for 20 days when this behaviour recurred again. Hence, the patient was restarted on escitalopram 10 mg/day which again led to significant improvement after 2 months. On the Naranjo Adverse Drug Reaction Probability Scale (APS), 5 we calculated a score of 7/13 for this occurrence which suggested a probable association.
dISCuSSIon There is a paucity of neurobiological research on skin-picking disorder, other than a few reports suggesting stimulants that act on 
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dopamine and serotonin-like methamphetamine can induce skin-picking behaviour in preclinical studies. 6 Recent research findings suggest an increasing convergence between 'compulsive-impulsive' disorders like skinpicking disorder and the OCD spectrum of illnesses. 4 Patients with schizophrenia treated with clozapine reported having a higher prevalence of hypochondriasis and OC spectrum of illnesses, and a part of this was attributed to the de novo onset or an exacerbation of existing symptoms. 7 Worsening of existing symptoms occurs in a subgroup of patients with hypochondriasis/ OCD, who had certain polymorphisms of SLC1A1/ GRIN2B genes, whereas the de novo occurrence of OC symptoms was attributed to the role of clozapine's strong antagonistic activities at 5-HT2A, 5-HT1C, 5-HT2C and glutamatergic receptors. The hypothesis is that this strongest antagonism can lead to the supersensitivity of 5-HT2A receptors which in turn can cause OC-like symptoms. This concurs with the existing evidence of up-regulated 5-HT2A receptors in the caudate nucleus of untreated OCD patients in comparison with the controls, and also a reversal of this upregulation post-treatment suggests that it may be a compensatory response to a serotonin deficiency state, in particular neural circuitry. 8 Whereas the indirect evidence for this theory of high-affinity serotonin antagonism-induced complex alterations in above receptors come from the observation that some patients with OCD can improve with the addition of aripiprazole (which has a partial agonistic properties at 5-HT 1A and antagonist at 5-HT 2A), and drugs with exclusive dopamine/D2 activity like amisulpiride/haloperidol have been associated with the relative absence of OC-like symptoms. 1 9 Early onset of OC symptoms in patients treated with clozapine mostly occur within 4 to 12 weeks after the initiation of treatment, with higher doses and plasma concentrations. Treatment options for this include dose-reduction strategy, aripiprazole, selective serotonin reuptake inhibitors, anti-epileptic medications like lamotrigine. 1 10 In our case, the skin-picking behaviour had occurred with clozapine at a dose of 350 mg/day. This was neither explained by the patient's psychotic experiences nor by any de novo OC symptoms or local dermatological causes. Therefore, we had considered skin-picking behaviour in him as an exclusion of other diagnoses. We managed it with the addition of escitalopram, as a dose-reduction strategy was not found to be feasible. With 10 mg of escitalopram, symptoms improved gradually within 2 weeks and also, in this case, it was found to recur and respond even after the subsequent default and restart of escitalopram, respectively, at a later follow-up date.
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